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I. Basis of the report 



1. With regard to the elements of the international application;* 
[X] the international application as originally filed 

[ 1 the description: 

pages 

pages 

pages 

1 | the claims: 

pages 

pages 

pages 

pages 



, as originally filed 

, filed with the demand 



, filed with the letter of 



, as originally filed 

, as amended (together with any statement under Article 19 

, filed with the demand 



. , filed with the letter of 



| | the drawings: 

pages 

pages 

pages 



, as originally filed 

, filed with the demand 



filed with the letter of 



| | the sequence listing part of the description: 

pages 

pages 

pages 



, as originally filed 

. filed with the demand 



filed with the letter of 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

Thes e elements were available or furnished to this Authority in the following language which is: 

□ 

the language of a translation furnished for the purposes of international search (under Rule 23.1(b)). 

□ 

the language of publication of the international application (under Rule 48.3(b)). 

the language of the translation furnished for the purposes of international preliminary examination (under Rule 55 2 and/ 
or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 



□ 

□ 
□ 
□ 
□ 

□ 
□ 



contained in the international application in written form, 
filed together with the international application in computer readable form, 
furnished subsequently to this Authority in written form, 
furnished subsequently to this Authority in computer readable form, 

The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 

4. The amendments have resulted in the cancellation of: 

□ 

the description, pages 

the claims, Nos. 

the drawings, sheets/fig 

5 ("I Th ' S report nas Deen established as if (some of) the amendments had not been made, since they have been considered to go 
— beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
in this report as "originally filed" and are not annexed to this report since they do not contain amendments (Rule 70 J 6 
and 70. 1 7). 

* Any replacement sheet containing such amendments must be referred to under item I and annexed to this report. 
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III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 



1. The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non obvious), or to be 
industrially applicable have not been examined in respect of: 

\ ) the entire international application. 

LXJ claims Nos. 4 



because: 



the said international application, or the said claims Nos. . 



relate to the following subject matter which does not require an international preliminary examination (specijy): 
The subject matter of claim 4 relates to a diagnostic method. 



□ the description, claims or drawings (indicate particular elements below) or said claims Nos. 
are so unclear that no meaningful opinion could be formed (specify): 



j — | the claims, or said claims Nos. are so inadequately supported 



by the description that no meaningful opinion could be formed, 
no international search report has been established for said claims Nos. 



2. A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide and/or amino acid 
sequence listing to comply with the standard provided for in Annex C of the Administrative Instructions: 



| [ the written form has not been furnished or does not comply with the standard. 

| | the computer readable form has not been furnished or does not comply with the standard. 



Form PCT/IPEA/409 (Box III) (July 1998) 



CO 



4» 



INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



4ft 

^^mernational application No. 



PCT/JP00/06359 



V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 
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Novelty (N) 

Inventive step (IS) 

Industrial applicability (IA) 



Claims 
Claims 

Claims 
Claims 

Claims 
Claims 



1-3,5-14 



1-3,5-14 



1-3,5-14 



YES 
NO 

YES 
NO 

YES 
NO 



2. Citations and explanations 
Claims 1-3 and 5-14 

None of the documents cited in the ISR describes an antibody to a soluble CD 14 with a low molecular 
weight, a hybridoma, or a fractional determination method, etc. They are not obvious to a person skilled 
in the art either. 
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1 9 9 0^ Wright '6f4*«*©fflt±fc«S*nTlri*CD 1 
SttfcS 3kDa©«ei^ X>H h*i/>T»5 L P S ©1/t 
£d£ 8:9)1 (Sc i ence 2 4 9 : 1 4 3 11, 1 9 9 0^) o ^ 

tf)CD 1 4ifiIH I^SCD 1 4iS» (HTmCD 1 4161 
th^o) <D&fr\ZeimmCD 1 (OTsCD14iaf^fc«pI^tt 
CD14iaRtt)^3) *bTJftL+K«» : P*©aa:*«»«)^I»Sl 
CD 1 4iei^#ftt§ui^ig^nT^§ (L a b e t a MO, 
Eur. J . I mmu nol, , 2 3, 2 1 4 4, 1 9 9 3) . ZLtl^^jm 

scd i 4iesii m±<DCD 1 4*a«3fl«iBia<osttftK:fltviftttian*t 

t^bnt^fco i t h«gf^JFFSfllia^ct^ffF«*"emCD 1 4S 
ai^iStTM^Ct^SS^nfc (Su GL, J. He pa to lo 
gy, 3 1, 4 3 5, 1 9 9 9). CD 1 4 gS«(Djte^£> 5 ' isjztf 

3' 7 7>+>^iSS^8 0 k b(DtfJ S^^thCDl 4iaf$SAL 

h 7 >X at — v % t ^7 *«/ v ^ n 7 y — 0 < mffifl&K 
femCDl- 4iaS^IbTl^c (Hetherington C^, 
J. Immunol. , 162, 503, 1 9 9 9 ), 0 > 

s CD 1 4ga»^Jfo4 , <ALPS£MffibHDLtC^ 
U77>7bT^5i#^.6ftT^3> (J. Exp. Med. > 181. 
1743, 199 5) 0 

£<0±3K:pJ»S!CD 1 4iaR©41*W«tttbT, LPS«rit**«k^ 
HB»WK^ U 77>Xt§-*, LPStsCDl 4lfif^lfc« 
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(SCD14I61/LPS) It 7?D77-yi«DmCD 1 4ge»£ 

tfetS^ftT^S (Ha i Imann E*. I. Immno 1. , 15 6, 
4384. 1996) „ Set. s C D 1 4ISB/L P S Bif rtMtJI 
tf¥»a«IS0«lfi5E£:#ffitt1M >#-f >»g££t£#-r;5 (L o p p 
now H^, Infec t ion&Immuni ty, 6.3. 1 0 2 0, 

1995) . zft&ti&to&m&+taB¥mmm&\tmcr> 1 4sansnfc!S: 

V»££*«*BSftT;feD, s CD 1 4I6I/LP S SBHtr CD 

$nT Hit (Tobias^J. Exp. Med. , 178, 
2 1 9 3.1 9 9 3). SfcGP I ©£'&j«*£a#-ea*'VEirDfcr>*RSg 
(PNH) e^C^SBJJSfe, s CD 1 4iSIt t k() L P SfSMSjtOt® 

(J. Lab. Clin. Med. . 125. 662. 1995). 
*^liSCD 1 4iaS*iPho sphatidilseri n e£!2f&U 

tLT<Dmffem-<DMm&m*> friZZ HfZ (Devitt A, Nature, 
392. 505, 199 8) „ SfcM. La be t a^fct, sCDHieS^ 
Ti»jSttffi:«Hlgtt6»OitSMLT^4 (M. Labe tai, 
Eur. J. Immunol. 2 9, 2 6 5, 1 9 9 9). 

bj^cdi 4S&mti&&.GBm+nm&%* -xmrnm. vwmtm 
^RTiijn-r^ctj&siBesnL psos^l p s v^^i/eittw-^LT^ 

e>*lTt^5. Landmann^i IfcjftlffiJS#Jla;W © njig 

iCD 1 4ae«O^XX^>^*fSrff V», S5^*©pJ^MCD 1 4fefAi 
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Bfcjh^tOT^f^ttftfftt^^^Dtf^ffi (PNH) £ 

j&ttl£nfcj&>o CI t £#6§ LT<r>S (The Journal of 
Infectious Disease, 1 7 11, 639 H, 1 9 9 5^) . 

fcN&irK)^S3|g^ 1 4 

gfiK**jk4M£#ffii"&;i<!:*S t e 1 t e r 5*««eLT^5 (Eur. J. 
Biochem. 23 6#, 4 5 71, 1 9 9 6^) . SfcBu f 1 e r <bte"pJ 
^ICD 1 4«aK©C*SB»W : feff^^*fflCD 1 2 7#©-fe»J 

>38xkgp i at^is^-rsct, »s 6 kD-acD^sfcRpo^nsacD 1 4 

Eur. J . I mmu nol. , 2 5#, 6 0 41, 1 9.9 5 30 . 

CD 1 4iei^ffl^i*±tfflT^^ut^^^nT^I). b^b& 

STffl^#SM^ffi^«L^^fc»tC-SJ^SCD 1 4S&»W£<0«fR-t 
CD 1 4SaK=6HIIS*±©Wffltt*8iEWr.Sfca6> £;fie>«:Bi*SK. 

pJ^SCD 1 4^aS(C*fT^tf[#«B a z i 1 bOfflUcMEM- 1 8 ( 
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Eur. J. Immunol., 1 61, 1 5 8 3S, 1 9 8 6$), 
Shutt^SLtRoMo-1 (Allerg. Immunol. (L e 
i pz) , 3 4f, 1#, 1 71, 1 9 8 8$), Stei nman^©fPiL 
£3C10 (J. Exp. Med. , 15 8#, 1^, 1 2 61, 1 9 8 3$) 

.8-5 1 0 9 0 9ttt2 8C5*fcB2 3 G4*«»HiwSnTV»*. 

3C10, MEM-18, 2 8C5ittt2 3G4lt LPS0CD14IB 

s^o*s^eB*-rsisHt*#-r*jit3&»iH6A»t:«ct>T^<5. ^tc, 3cio 

RtfMEM-18«, "€-n-€n©«^«««J73y*Ji«, TfcfeSLPs 
©»£«*T**E*IM 1 fcffi*© 7~14#B (J. Biol. 
Ch em. , 2 7 0f, 2 9f. 1 7 2 3 71, 1 9 9 5$), &tf5 7-64 
#g (J. Biol. Chem. , 2 7 0#, lOf. 5 2 1 91, 1 9 9 5$ 

CD 1 4Sa«©jiI^^fe^S$tl (J. Immn o 1 . Methods, 
15 5#, 2 2 5M. 1 9 9 2$) T^5. 'jm6tt#ftfflHfcW3t3Rtt7'5 / 

Jk«frK#ffi-r*£T©?J*S!CD 1 4ia« (CtTN*«l:ft*tt4tt5tt# 

t?«iSLxfc?i»acDi4BeK*tt«tiH*rs) t*s. r&to*,- cn* 

CDl 4^e»£!^-r3 i fe©T&D, i^^*©nJ^CDl 4iei5#S 
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*SS9!#<PttpJ»S!CD14SaK (1 -2 8 5) &£Zf!h*<Z)l&tt 
^m^mmCD 14 3 6 kDaMfijt^ifc&'ti-tM' h:*K >©^g£flPiMT 
5f£ffl/&*$>-5;ii:£*S : ffF®2 000-09961 7^BJia»{r$g^L-Ti3 0, Jfil 
^©{^^©"JigMCD 1 4 3 6 kD aieitt-e©4I#Wiiltl/T, 
LPSS:ii:g*i«fcZ>WWtCi7U77>X-r^-^ LPStsCDl 4iSS 
tm&lstcmf;fc (sCDHISl/LPS) 7i7D77-^±»tnCD 

£Si#T£©£fflffflT5i:#A£ : ttT^£,, SCD14I6I/LPS 
HmCD 1 4aeK&^^^t^JM^^S*iSS J ^Jta.e 3 Ft»S5«fflBaro«BBa5Et^tt 
=!M h#-f >©K£fcR3M"*££A»S. (B:^*©nr^CD 1 4 3 6kD 

OmCD 1 4»eH©Kfe6«ia3*i, t©»^nf7- 0«»rSn. fi 

^to^icD 1 4«e«#E±£*is«iii©GFfiE* t ift£3*i» e^*© 

Tl»4iT8SftTH4. ftoT, »jfiH8£MlC*ttaffi# : P*©«iJ*Sl 
CD14ia8 (3 6kDa) ©±#«L P SMiftiCj: DRM&Sn*£#rt©B& 

mmmx~& o . -tnwftUbfc t *K:i!cjh.teJB*©tt»*«*<b"r * <t#A stir 

■T&fe-fe, K#^*©°Ji§SCD 1 42£ff £ntt<::. .ffi$HF*©«J»SlCD 

{C^^tlTt^nJ^CD 1 4gaHta'»:«, ^^©"I^SC D 1 416 
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©fc«&, fi#^a®»<i»sicDi 4SfiR*jM«, iMwo^awKsut-ra 

fgBJ©Bfl^K 

SfcCOgMfcSflJUT. K#Tpa©pJigSC D 1 4ISS 
%91#«tttt£9Btt©firX. K£-?a©?I&£lCD 1 4£att£ttAftf;:KMI 

"r-siattsfp-tsu ss^aopj^cD 1 4ses&^sw»wa!i3£-rsci:tc: 

^#T£fTo£:<h;i3, Landmannf.Oigi:H^0. lOfTA©^©^ 
i^SCD 1 4«eH©£Bfc*mi«i*#^*©iir*£!CD 14 49kDaI 
SSiCD 1 4 5 5 kDagflltT*5Ci:SB6*l:Lfc. jfc*fc:tt 
fef*?&*<e.i£^ : f-a©pJJgFSCD 1 4 3 6 kDalfiSfcML, lEfffAT 
«4>fc < , ffak&mmtZ&{,*TH1nT& Z. £ <bfr\Z L>t. 

ffi*^pa©i>i»sicD 1 4^GKte, K^aw^rjSFsicD 1 4191^ 
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iCD 1 4iasti7 s /mumti^ b^*<opj^scd i 4®ejt<D-SB<h 
^cDaaHs.t^ia^*©pjj§scD 1 4a6St©pc££raB#icis!&T&tn: 

aStr£&"5Ji§SCD 1 4 3 6 kDaaaK«*^H^#tCj;0l^e)*^'?5:ofc 

1 4aeK©#s6*)fJS*T'a!iSL'fei«^»cDBj^acD 1 4mBw<Dm^m 

BJ£5§fiS;Lfc. 
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ffiU fWlx©^Itt5 5kDav 49kDa. 36kDat*5. 
m*>lZ. Jt , t'0?I*SlCDl 45eK©«*fSff^, i^*H^«<Z>pJi&MCD 1 4 
4 9 kDaSeRtBJ^SCD 1 4 5 5 k D aa6»#3Eg&g&#££s!K 
<£^»©nI^CD 1 4 3 6 k D a Ififttbf ^ Lji^tn^H ^ i ^ » 

**0§#<8sw:ttsw3ifc©«*. i3^j#^ 1 ce*©**^*© sjmm 
cd i 4«eR*»»wfcBii-rsfit#:, ^-ro^wxtf i — i/t&oits 

<i) #i*+©fi^a©Rr»acD 1 4aan©»g!iaje^}5fe. 

(2) (A) ~ (C) ©iSSfftr (1) ©^giJM^tt. 

(a) rjjssicd 1 4aeK©«a*»s-r«ia, 
<b) K»^*©Rr*acD 1 4santi*jiwK«3rr**tj:r)K4!H?* 
©bj^scd i 4»aK©*fcaur*-*:cg, 

(C) nJigSCD 1 41610^1*^, *^*©pJ*a!CD 1 4WGM<D 

i*«L!l<m 

(3) ffi«^*©Bl»a!CD 1 4l6S*ipIgSCD 1 4 3 6 kDagfiffT 
*S (1) *ifcfi (2) ©#&J»|J&5rjS. ■ 
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(4) »m^<Df&^m<D^imMCD 1 4S6«£W£T5;i.<h£^trBfcjfil&<Z> 

(5) nftTmtDpjmmcD i 4gesfc^u. m^mowmmcD 14m 

(6) &mm^iiztzm<DT=iymmmfrt>te2>±&»imMCD 1 4iai(Dc 

5S«4 175/M8»0^rn3Wc«^-r<5 (4) (Dirtfk 

(7) C*4S4 17 5y*«#©tvfftj&\^^J#4»ifc|B«M>3 1 6#@j5>£ 
3 2 8#gCDTSy^ga^J*fctt3 3 lfB^?. 3 4 5 #S©75 7 &&*>JT?& 
£ (5) ©Kft:. 

(8) i^^*©^SCD 1 4BSRK:IS£U BE?'J##1 KfEit© lSS^ 
<=>3 1 5#g©T5/gffi^J»^#K:fc«S-&L&^ (5) ~ (7) (Din/*. 

(9) it&SH^KTpJigSiCD 1 4geR^nJ^SCD 1 4 4 9 kD aSSfR 
tf/£fc«"5J*§SCD 1 4 5 5 kDaT*0. (£^»OpI)§SCD 1 4IS 
I^nJ^SCDl 4 3 6kDaieiti&5 (5) Win/*. 

(1 0) IB^JS^l t£fe«©75 V&BE?iJ<E>3 1 6tB^5>3 5 6#1©4 lfll 

(11) (5) ~ (9) ©ia^Srfi^-rS/W^U K-V„ 

(12) (5) ~ o) <Dtt.fr&&m?zzh&ftw.ii-rz>&ft?m<Dwmmc 

(13) (B) OlgC. (1 2) ©SS^SObJ^SCD 1 4SSK$:#SW 
tO£ST£^ft£^t^«i:£#gi£T£ (2) ©#*JSlJfe&8s.- 
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B 1 ft. 9 v—j-)l&ift.F 1 0 3 3-3-1 StXF 1 0 2 5-3-lC5# 
MftLtffl^'/f K + t'J7 (KLH, ^^R3, 
^^h*15) iiOKfomzJiK). EL I SAffitrif Lfe^SLfefcCT 

0 2 it. $U—}-)\,m*- (F 1 0 3 3- 3- lta#StXF 1 0 2 5-3- 
ltftffr) mmtLt hCD 1 4aaK£©£jSttK:«fc0, EL ISA 

j£TS!l^Lfe^*^Lfcfe©-efe-5= PBS, ^-fT'A, ~?BlSt&'i zfC 

SCD 1 pJ^SC D 1 4iaiRtfifi^f, 

4 i T5y^v^<^©«^»©pj^acD i 4ieit^t§sM^ 

i3lt : E;?n—f)\,tn.#F 1033-3-liF1023-l - l#t#* 
JHV>fc1i->t*-f y^EL I SA^O^fSHS, «AthCD 1 4SfiSt tWS 
iSttfCtO, EL I SAffi7r^Lfc^£^L;tfcCDT?&.g>. f-fjA, 9-i 
:/B«±fi^£2 8 75y^t,^^»©pJ^CD 1 4 i*5H^«© 

H4tt. ^E/^P-^ta^F 1025-3-ltF1023-l - linttS: 
/B^c+f-^fM 7fEL I SA*©#»tefc. IftxtKD 1 4g£ff£CD£: 
JfcttK:«fcD, EL I SAffiTWSLfcJSJR^UfcfeO-r'**. ^-f^A, ^-f 
:/Btt£fifr£,2 8T5y^@(,iiS5^*COpI^CD 1 41SS. |j»fi© 
±*nJ^SCD 1 4MaKfr*frSSJS14^*Lfct>©-C : *-5)„ 
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(DoimmCD 1 4W&M£ : £/?0--j-)l>mWF 1033-3-1 tF 1023 
- 1 - lJa#£ffl^fc-y->lM 7fEL I S A^t iOzM^bfcCD 14 5 5 
kD aSSK»H#Sr^L.fet)^>Tfe-5. 
H6ttt hJfUtS*'PJ»SCD 1 4®fiSt£#^m§3bfct>©£tn:CD 1 41 

i7(t I BLttO+7 hTMlZL-frpimMCD 1 4 IfiSOSii 0 ^6 / 
o-^-;Uta#F l023-l-ltF102 5 - 3 - 1 tt.fc&m^ttl' F-f y 
fEL I SA*7f»SfeLfc*4^?*©H»SCD 1 4SaR©**ftb§HrVT# 
*fcft»fi®"I»lCD 1 4SSS©IE^A<hBfclk^#ro^m£*Lfcfc£> 

^ m & mM-t & tt#> (dm& ommi 

thcDi 4gaK©N*«>-^;i'^^H^7 , 'a-k->>if$n, 

«0D3 5 6 7 5/^3SS?5 i '=>&5fc: h£fipJi£§iC D 1 4iaSRtf. -?-(DSa 

.iiCDi4ieiT*$5. 'Sit,- t m: «7 i/;^so#itt*iffl ^nx 
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1 3 

fcgaSfc, ^flOMCD 1 41SI drifts. Ztl£><D£fz%W& 
fttt. ?J*fflCDl 4. 5 5kDafeiROrtIiICD 1 4 4 9kDaie 

C5|5SS*S4 275>'»£U:^Lft:Be»T**. ±EtWI*»C, HtlS 

tt»?ioiijiSfflCD 1 4sa*c*sft5. znzcDHtzzm&m*. mmm 

1 l*«k«H6t*-r«t"5K:k hJli>*»K*W**WT?tt, 3 6kDa©gSiT 
IsfrL, nmWl 2lZ7ji-fJi?\Zthm'P<0MtitT'iZ?<.'( ><D3 6kDa 

Garnier^CGOR IVft (Methods in Enzymol 
ogy, 2 6 6f, 5 4 01, 1 9 96^) SfflUT. human CD 1 41 
SK©'2ifc*Jfi^a*ff o&IS*. 3 12-31 4#@<DT5 ygf^Sii 
cfcDC3 2 9-3 3 0»B©75yBBS2Efc*SV>Tj3->-hfcJBj«LT*S*). £ 6 
£ human, bovine, rabbi t, mous e*3j;^r a t <D5WM 
©CD 1 4IS1075 / ^ffiJUS-C L U STALWCmu 1 t i p 1 e 
al igment^fif-D^S, 3 1 5#B*^ 3 2 9#@07S 7 ifA^SL 
TUfc. aWlTE5!l*««#SnTVia:t»j:ttim#©«ii^»^6 3 i 5#B© 
U >*»6 3 2 8#S©if »J v>*T©^^ H«»ttJU-^fi»J58LT^* 
P«Btttf«*0. »e4WH»*0«a*fe««i«V»«ifiT*-3fc. "Tfetoft. CD 14 
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iCD14ieSTS5. 

C*Sffi4 

Lt^. 625>J#^ 1 fC|B«© 3 1 6fg»& 3 2 8#S©75 ./StEW^fctt 
3 3 l#gi>634 5tl(075/lB5l!tt. K5J«©Rl»SICD 1 41SS 

EJflttlKE8©3 1 6#I*6 3 5 efiCTS/tEWS* 

3 2 8#B057S/SfBB5iJ*fc«3 3 1#@#"=> 3 4 5fB©75;8E^^t 

H2©«*A»6ttE5>J#^l^B«©3 1 6#B*63 2 8il075/t* 

BH-r*OT?5H t a©»8"JCj*L/TV»S. — 1B^J#^-1 tc|5e<D3 3 1SI 
*>6 3 4 5#1©75 yt**tt*«-»SBttStt#i4. M^fM<»±K^ 

gSCD 1 4iei©*^»S>Jt 5©l:ILTV»5. 
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P3, P3U1, SP2/0, NS- 1, .YB 2/0fi^Y3-Ag 1, 2, 3 

Mi 1 s te in^CD^ffi (Methods in- Enzymol. , 
7 3#, 31) *©a»©2rffi*fflVvrfrfc3££*«-C**. «*fcT. St^Ji 
I/T#'Jl?l'>^U3-;i/ (PEG) S^T*#teS&tt«fiM£iS«fc&«* 
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&ftfcfiE5t£nft^\ ftaMfflfikijfru 5iD--?aiia$i/ioi~fis: 

SffltSut^jfSl,^. MliaiK'&-S.P EG (¥±3#^*1, 0 0 0- 
4, 0 0 0) $r^fflLTfT^-5^TfiPEGiftS{4#{CK^$n^:^^«5 0% 

(DMSO) ^©ffittgiJSr^JnLTfcJ:^. §4-&te3 EGjg?l£ 
Sfi-&-bfc«JKC»10-r SdiKcfcOIUl^U 1 ~ 5 £fi3KJftii£. KHftlfeSJirr 

^Sv^RtfTS/ ^ij >£^irlgjfe (HATgifS) «Olft8J| 
T71 B~7 BMi&*U *M^«Ufii»«rs. »S*ifc/W:/y H— ^S-t© 

**rT*«lWlJft»»C»-*LT*«L/, ^©K?kJ:9fe%££jQftT«S. in#:©fil 
814. i«tS. yjUiSiift, -f *>£gl?nv Ym*.TcVS.77 J 
V P7 h jS»©&jn©»«^aifcJfl^TfTfc"5 Z. 
*5BWOfi[#©»»4«4:LT. 5y MCi«#^*©nJi#S!CD 1 4feiJ; 
- OMLfcl 3-1 5 75yft©^:/^FftttK£LTftftLfcftaEttl«!£ 
SXD— vWtt*«Hia»&LT»#l/fc/WrU H-7F 1 0 3 3-3- 1 *«S 
41" -5 F 1033-3-1 tftflc, SfcteF 1 0 2 5 - 3 - 1 *5f4t5 
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F1025-3-1 tWMHIStf&ftS. 

3 5 6#B©4 lBOTS/MEaiK^vr, *«Lfc6-4 175y*s6»6& 

©3 5 6 7$/tai©CS*b4 lT5 7S?gl5^, -Tft^-fS 3 1 6#S©>f 
Vf>frZ3 5 6#a®7'7z:>*T«D^-r , n*MC«S^U MfH4 175 7^ 

ffiZ, *^BJ©^-©^©|H?iJ#^i (cf2m©7= y®!E?iJ©3 1 6#g© 
^'J->>^?>3 5 6#§077r>JT©4 Hl©75ygfB3?iJ©-5-fe©, 
WOltn 6-4 1 75 y^6^5i^U^yf Ml &-(Dmm<Dtfift<D 

1 KgE**© 3 1 6#lfr£>3 2 8#@©7S /&gB?U#>£>&.5fc© 

-esn«, ftarrsittswcjjtrF 1025-3-1 R#ofiaisfcttie h- 
5y*E3^A»6«c*t>o-e*ntf. '&mTz>mMmz7*-tF 1033-3-i^t 
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18. 

*5gm<D?s=<DmMiz, ^mm<Df^-<Dmm<D^v^mx'$)^F 1033- 

3-1 ta#*fc«F 1 0 2 5-3- 1 K#«:S*T*A-fVj 

#fg91<D/Vf F— VOffSL^WttTJ* 11*2 £9 Btttt (Sft#^P 
- 1 7 2 0 9) &J:£PPji&l l¥3fl3 0 Btttt (SKt^P- 1 7 3 5 0) T? 
B*H^^o < «TtT* 1TI1I3 %©I*t£^£iftI#Iil8*W3Efl'rlC 
fftb, £i=>l;r¥j£l 2*9^11 B#^1?lM«K*>e.S^#f£t"^b^tl 
^ngffitfFERM BP-7 2 9 5R«SK#^FERM BP-7 296 

BJ ©IS CE1 © tttt B J ©*- © t<t# T -5 £ £ £ #@5[ t 

$>%>* 

*»9!©fc-©»*T?*3*#?*©*I»SlCD 1 4ieKC»*ly. 

bJ^SCD 1 4g6«£fi&©ig$H 1 *©Wi§SiCD 1 4SeSt£#SiJLT, ffl® 
CD 1 4«eK©««W*#U'<^ HttEM*** 1 KE«©7 5 y»E5U* 4 & 
*5BW©W*»»=*»tStt*4(!iK©«kiaJRa»41*KiBJtSn*l»3&«. 
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* Lis. 
•5. 

£ia#:-S>£if[£&ffl U x >-tf -f A-f A / T y -tr< (E I A) , 7i?t-f 
J»S7y\r4 (RIA) , ^r = Jl'5*7t>7'fA/7 7t-1' 

(TR-FIA) , ■1J*Sircr?h4f i 7 74—7<* r b-( (ICA) ^CO®aTiM 
•>5/jfc*7;^5» &£T^P-y*>^ffl31U &lr»TtfWH 1 *©TiI*SlCD 



WO 01/22085 PCT/JPOO/06359 

2 0 

iiI»aCD 1 4iaK6Btt4»IM«fi#t1WI £ (KW i***?"*. - 

#J*«fc:5£ttSfc»j£«UT*>J:^. 

±E^©#ftfcLT..l^tt*EJfcfc*ffi , t , TfTfcV*. flfcC. SittSfli^fc 

pj^scd i 4iai4»iL. «^»©pJ}#scd 1 4aeK*^swt^ 
i±*fct4«»T -s^&fc&s. sfc. M» : Hi©^iaFa!CDi4§EaK«»«i-r 

Sfc. *5BW©5BB3©IR*©»Jfe&8stt* iS^*©W^MCD 1 4lS«^ 

e>#je©«i*sicD i 4se»*iiw«)fc^»-r^gwc i ffiffl-r-2>c:t ! &T 
#*. ^arr-snsswc^-r f 1025-3-1 tt#tF 1033-3 

-lfitflstSffl^T. Fl 0 2 5-3- ltt#K«kOS6nSBJ»3aCD14a 
6X©3 1 6#Bj&\€>3 5 6#B©7"5 y^E^JOiBS^S*^. F 1 0 3 3-3 

- ifit'»kij:«5»e.n*?i»acD 1 4ge»®3 3 isba^3 5 6#i£T- 
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<D7 s. yms.m<Dm^.m^m\< utcto, bj^mcd i 4sei©3 i 6 

CD1 4 4 9 kDaSSft&cfcOniJ/glgJCD 1 4 5 5 k D agfiK. pJjgSJ 
CD 1 4 5 5 kDaiei. "ISICD14 4 9 kDaiait$5. 

fcte*>y hfcf&frTSCi: fenfire**. IMrlitXSfcl**? h©#|j5Sg3t£L 
T*5SW©»^©««©ttfe&t&3i-c*Stf», ^©ffitrtt, MiKLfcS!lS©tt* 

&B*Lft<rimo*sn*t>©ttis€$nft:n. 

*3S9l©JBE©Jft»tt. #«+©4l4H t *©iiIjgS!CD 1 4fS«©I$^ 

SCD 1 4SeK©^ft^£#M4 J ©K# J FM©Rjj§MCD 1 4SGIC©»£M 
L3K ilitCj; 9 #:^S'5Ijg^CD 1 4SfiSt£ft6iiJU 

■€-©»{±l?K^e)i«^4©pJ^CD 1 4^eM5:^^^©^aHft$:iH!l^-r 
-S^rte, *fctt#*«f«©pl*aCD 1 4SBK£«9l3ielfr. HPLC^KttM 
S*HCfct)#«U ft^ItOUBilCD 1 4»eft*S*-r*>!rffi<pjWI§W r 6 

c:n6«^Ufc*jact:*vjT, **W©JS-©8*©tt#*flj(f>3;:£ic 

*fgHJ©^B3©ji«©a!i«^fes^fflbT<a»^»©pi^M 

CD 1 4S£K&gi2r9-<&:&&#*ff£Lt>. 
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«wftttewjrr**fc±ort^*©^*3SCD i 42Sfs<D»£a!i£-r5i 

St. BjgICD14Sai©gid^, i^^SOpJ^CD 1 4M6K©S 
&fl5(Ci3^Tfe©b;fc3 C 1 0. MEM- 1 8. 28C5, 23G4ffli^St 

esan^s. m<DT>]m%tcD 1 4®eK^^t" ; s.^iK. Attw^flizr? 

2 PS. 2BP»©l't^-S«^T, ?I*SCD 1 4ae*StttlJ 

1 4MfiM(D*SIIL?l< d<h{C=fc9. tttt+OJlSS^PSCsIi&SCD 1 4S6 

KS:(^<^:TODbI^MCD 1 4iaS»i£#5I t^Tf^S. £ iLTi^^S 
<DoJi§§{CD 1 4SeKSr^<^:T<D"5I^MCD 1 4MSK«<g^*<0'5I^ 
CD14ieiT$5. cfcoT, JifE^M^iO^^ro^^iCOpJ^^ 
CD 1 4gaKSr»giJS*-r'S)C:i:^T-#^. &*5. ±te^HIT*<I;#^*<D*M 
ICD 1 4Se»Sr»S'J^»-r^^fC, S5^*»pI^MCD 1 4ISS. 

- icd i 4Me»^©#jffii5e^>y h^^#a*&& 5 Hutesii^ 
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2 3. 

*y M:#mcD 1 4gescD^ 0 D D €rfflt,iT. ^n-?n©iH!ijejii£ffiaE-r 

14S6ftt, ±ibTpJJ§^CD 1 4 3 6 kDaiag-e*5A«, hje 
^Jl 2{C^'Td;'5{C. t hS©^4)TT?pJigSCD 1 4 3 6kDaISI$it 
3 6 kDa<DA*>F^(C7. 7d>£>4 2 k D a ©PiS]{c:jgg:0V\*> Kd^ftbT 

mmcD 1 4 5Bftn^£©iMft*X££tt*y hfe-str. *%9i©&Kiai 

t***trs. WKl*#3&ijlii«T?***^tt, "SJ^SCD 1 4 3 6kDaf 

e*s*»rr«i:ts»att5. sfc. fi4H i «©Ri*fflCDi45aRHai 
<D»i®mcD 1 4BaK©**»««b<ttwje-r-6fc8&©*«wojii-©tt« 

**fctt*y haUlitfSttS. T^TOUilSCD 1 4W&n*Mj£tZ>tz.tb<D 
-ttHKtt. CD 1 4S£R©N3dB£g8|K?-£ttfl:. CD14C»^t5LPS 

f»«fi/<ttLPs^ia (lbp) **ms»f6n*. cne^a^n©^ 
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2 4 

tix^^'J ^KJ^fl^fSftW*. SfcttF I TC*CJ:*ii3fcMlfcK:«k0* 

CD 1 4®GRA*iflmT-£;i££?tKL<T^S. #f8§H©flS[JfiL«g©^»r:£&fck 
©ik't'WflfcSH^roBJi&SiCD 1 4lSS©ii&f6, ^n?rIE^A©SI^* 
. SZ. frft 3. JE^A© 5 F^ffl+ 2 SD$fctt3 SD6*j» 
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- - - "UJJ., 

2 5 

Jfctt-*©«H*aflM;Lfctti, #<B#©CD 1 4MSK©l!)^{it*Jt«-r-5 
H£K«fc9fr3©a*|iF£LH. IE^AO^^*(DpI^CD 1 416 

Sttt£0~l. l«g/mLtU Mfeft©M2. 3~6 (/ig/mL) 
£l/ratett£Jt*Fr*»T?*5. *»W©SMilSE©tMff;frj*»cHLT, JM*« 
JcttSISS^J 1 1 fcWw-T-S. 

&*S. IA©IfTtt, »CJfiu£©*»r;jrft-e**. *3B9i©iSE3;&<kOCf|SHia 
©»*©«£#&*, ffiCDCD 1 4ieiiISI©MI;fflH5C(!:^pJffiT 
H©J:3&Rl»aiCD 1 4KaKH»SJBlcttas^P»©qI»SCD 1 4 

wcd i 4ieiiisi*i#j^i5. ^tie><D^sfc«w0'j ^v^. 
aids, ssftft*«. msk&mk, mm, 7M;-tt*i. ti/m- 

-75U7. 

tffi©nJi£SCDl 4 9&K&tf£T©CDl 4»aK«ft*ra3ErftlcJ:0*3&L 
&4fcft>54&HF*©?jaF£!CD 1 4 MB jf ©»£#<&. iE^ACW^lSft©^ 

k. <s^»©nri§MCD 1 4aajiR^T©Ri»aicD 1 4Ma«jgg©ffi 
*fctt-t©teBB**«pftufc«[t, #<@#©cd 1 4sast©ji3e{fii&jtiK-r 
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iCD 1 4SSK c t 3 ^?)C04#^CDCD 1 4SSKC0^SiJ^»^d;t3#e>nfc^ 
(C»0*ViT^»r SrtT o T "b J: 

F 1 0 2 5 - 3 - lttfttF 1 0 3 3 - 3 - llfi#tS:ffl^T> 4 9 kD a 
©CD 1 4S6ft£#S'J5E*U K/£*{fi<i:±§aoCD 1 4gaKWggl&£© 

msm is#?-s©">>ijS3!CD i 4aaK«c#aw^'<7 p ^F t «)f^$a 
■ tthcDi4sesE5iJ. +>-;i/CD 1 4aaMie5>j. v^xcd 1 4aasiffi 

5>J. 7 7 hCD 1 4ae»ffi?'J©*: ; EP> f — ^#r£rfTofc£: t h/it;K7) 

*tDy-}i9 4%. th/V7XT*H6 5%, th/7y ht(i6 3%T'$o 

jt*. sa5>j## i »cffl«©.3 i 6#@©i"J-»±») 3 5 6#a©77->®ra 
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mTC*4 1 75 /itEt) Osfs^n^— *W«ffofct^*. fch/ 

^It^t^n^tt^, ^T©fl?#r£fTofc. Chou-Fa.sman 
StKRo b s o n©2^jg^Jffl7 p D^7A$rfflliT^*(f^ffofci:Cl^, C* 

tft#ftf^«-r*±T?«n^xt; h-^c^ofi.ttAe.tife, sfc, 3 3i# 
snTirJSfciot*^ ftaE^titwwLfc. £ne>©££«j;»5E?ij#*iK 

fS«©3 1 6#|*b 3 2 8*l©E5!IRaS3 31#S*<=>345#g© 
EBIfc, ftaEK«ffl-r*»4H 1 *©?I*ffl.CDl 4aaKW»Wft^^l< OA 

■ C**fc£'XT"f>£lf XLfzo ^fh*0^«ABI 43 2A^ 

^F^J&H (7^7< K) &ffl.^Ttfo&. £ft£«kD»IS«fcD'O r ? : -H©«»»J 
£BU C18i§**BHPLC (CAPCELL-PAK. tJB^T"*:/^ 

fEKWlTfffRbfc^^HtSHB^Tl Omg/mLi:igU 1 Omg/ 
mL©VKi Hft^-Jl^U >^7 h^->7z> (KLH, PIER 
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ce> t^mm^vtco ^UT*2mmKfc'&. nap-io*7a (77Ky 

7) TKttL^^.I 4 1 («T. ■ r <~ff - H 1 3-KLHt 

fE«) . (J^T. WH1 5-KLH«hlB«) 

fco gSKiRg|ttttfflUfcKLH**tt*Tilofc'bOSfflHfc. 
#1^3 &&*.t: hCD 1 4161111/775 h'OffiK 

(1) t hCD 1 4ia»P|fL«!§liSy7X5 

(pm i 6 so) <Dmm*ft^>Tc. Tttti-zftptmm'Am'Amv/o 9 8/ 

3 9 4 3 8Cffi«OpUCHl 4P-4J;«3Xba I fecfctfH i ndlll ^WWi 
Ltae^9r)T-5p c D N A 3 . 1 (-) (Invitrogentt)© 
Xbal/HindHI U"f h KU£ftfcH£lr*if AL*if J M 1 0 9 (SSig) 
KJ^StlEffcU ^tetCi 0 ^D-->^5rfr^ipM 1 6 5 0 &%ti» 

(2) pJ^St hCD 1 4«eH«JM*RWL«IB5eja^7^3 K©«» 

h cd 1 4isi, mm¥mm\ztm.(DT^ ;mim<Duimm\i hcd 
i 4*a*t«?HBiiaTrfB«*'e'*fc«>fc, E5>j#*uc*Lfcfci-w*H?«o 

*T*£CD 1 4gSKcD3 2 9#BO^U>fe=i — Hf *BB5«I*»»S»±3 F> 
EJ>Jfc*AfcffiiH^ , 9^5 H (PM1 6 5 3) *<ttf 3 2 6#g©7X/t7 

- n-i«-r*E»ifcaEits^tK«i:»j. gp 1 7>^«j >^^n-rtciis^»±« 

+ fc£*a«#»Stt3»S:75X5-F (pM1 6 5 6) ©HMRtfr-sfc. 

Sfiffi<DpUCH 1 4 P-4€r^StC-fe>X^-f V- :H0176S (CAC 
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GCCAGAACCTTGTGAGC) (iH^J#^2) t7>ft>^y7-<7 
— : HI 148A-49k (GTCAGTGCACAGGCTGGCTA TT A 
GCCGGAG) (IE3Wt3) $>^>mt-t>X^y-f V- : H 0 1 7 6 S £7 
Vft^^-f?- : H 1 1 4 0 A-M3 (GTCAGTGCACAGGCT 
GG GAC C AC AA CGGATTGCATTGA) (ffi^J#^4) £ig-&U 
Ex TaQ!j?U^7-f <^7§jg) ^fflHT9 4 "C 3 0 #\ 5 5 XZ 
3 0g>. 7 2t l#OPCR£j&£3 OlH^JMT^DNABWt^*:. Cin 
e»(DDNA8ffM-S:Xho I tAp aL I-e^tl^-'n^tL, HS&#I3- (1) T 
f^SabfcpMl 6 5 0iDXho I i:H i ndlll Trti^tL^n-SDN AWJt 
GS9 5. 8 k b) i3«ttXAp aL I tH i n dill TtHibLTW^n-SDNA^f 
it (i&O. 2kb) t ^r-if-is a >5rfT^>fc. £n£©5Ky—>3 >H 
J^SSSrTCJKM J M 1 0 9 (^Sig) \ZMK&&ls. pM 1 6 5 3RtfpM 

v 

1 6 5 6 5:^}£^<t:Oi7P-r:> ; 7*Lfc. 

^{ce?>j#^i £9 4 i rsyiStfii^-i'yrooj^fc hcD 1 4W&n&m 

iR^ibn H>*Jf Abfc^ay^XS h* (pM 1 6 5 7) £f£S3Lfc„ -Tft 
fr-fe, 3 1 lfg©yn'J >^e>3 1 5SBO^n'J>ttro5 75;K^- 
H-r-&l5?>J{cai?^±n H> (TAA, TAG) 2fctfH indIII -y--r h (AA 
GCTT) S:^Lfe7>ft>xy7^"7-: HI 1 0 1A-Hi nd (CC 
C AAGCTTCTATTAGAGATCGAGC ACTCT) (g2^J#-^5) 
Sr^tf-L.. •t!>xy7'f : H 0 1 7 6 S t*CpUCH 1 4 - P £19 
M<hU ExTa Q«I?'J^7- if (Sjgjg) Jffi^T9 4t3 0#, 55"C30 
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g>, 7 2 < Cl#<DPCR£JS£3 0 1M ^Mt^DN A&Frtt-£#it., CCDNA 
Brfr^Xho I tH i ndlll T-tn-^tiilMt L, pMl 6 5 OiOXho I «h 
H i ndlll Tm^L^^n-SDNAKrM- 8kb) h"?^?— ->a>& 

ff-Dfz* 'AIZZ<D5-1¥— X3>SJSffi2r JM1 0 9«iiatJKSte^L, pMl 
6 5 7£<7D— ->^Lfc. 

(PM 1 6 5 0. p M 1 6 5 3 . pM1656) £ffl^T 
DEAE-f+X Dffi&At hCD 1 49£lt£MSI Life, "T^to 

COS-llfi (ATCC CRL 1 6 5 0) S«*U INBiUK*«7 0% 

zsa >«P r ome g attT rans fee t ion GU I DEfH®CD^ffiC 

At hCD 1 4iaSSH7>X7ii'y3 >*ffofc*©HK*»* 1 %*Jis 
I&iejll»£*trDMEM*JKC3afcU 3 7 C CT7 2B#p B 1i$*-r-5^«i:fCj;0^ 
**±J*£|I|iKU ^©±»£3 0 0 0 EHETjfrCi4fc. 0. 4 5 Mm 

fiiithCD 1 4iei(iS t e i nma n <=>lc<fc O^SnfctaCD 1 4 
ISSty ^o— T-Jl/tftffc3 C 1 0 (Ame ricanTypeCuIture 
Co 1 1 e c t i on<tOA¥LfcATCC2 2 8 — T I BA-f^U K— "7«fc 0 
P®l Lfc) £H i T r a p NHS-ac t iva ted*7i (77 
JU-^^T) ICftflilmLSitD 5mg*fr&U WB 1,^7:7^ n^-f — ;& 5A£ 
tt/HUTWSUfc. *r#7A*0/ 1M 'J >ttfftfltrtt (pH7. 4) T¥« ' 
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ffcU EIiRLfc«*Jt»$:77 p 7l'bfc 0 Tfy-i^ 0. 1M 'J >WtWtWir& 
(pH7. 4) T;*7 5A£*Sfc}£U VK\ZQ . 1 'J i' (pH 
2. 5) Ljti&g!*.t hCD 1 4MSKS:^aiLfc. »M©P H&<P& 

#i£tKRLfc«. 3fcKl*e*-T?**lx. 0. 0 7 6M U 

»ss (pH6. 4) TSffu, mmm&iLt scd i 4w&n&mtco m&mm 

« (JB S A^ffli UTL o w r y SCi tB tfc. 

nmm 5 *^*©ir»aicD 1 4geK#MW^y 9 u—rju8m<Dfm. 

(1) fitCDl 4fS» ; Ey?D-tJl'ftft:M/W^U F— VCDBtf* 

(1)-1 5vh ; E/i'n-tA«#OffB 

K 1 H 15-KLHlOO/ig^lOOftLO 

±ftKi»*U 7D'f>KSi7?a^>h (DIFCO) fc^KB'&U Wi 
s t a r7j/h8i»^0*ftJ67i> b/W KC1 0 On L^O©#Lfc. 2 

2/o-Agi4) £fi^«. # , Jx5 L U'>^»j=i-;w<£ffl^T^*:s^ • 

r*^n->gt#*»«|f^Anj 8 1 9 9 lVfllttfctt) f-L 

fc3&*-3T«Wfill^*fT-3fc. HATSiCiOA-f^'J K-7SWJL. 1 iBHQ 

on-oft. sf, /syyu-K cafe. ft£^-?5"rh) co. imu>* 

HSfiS 0pH7. 4) TO. lmg/mLCWl/fcSul fo-SMCC (P 
IERCE) £#<7X;PK15 0 u LSftlL. Ifitl^ilLfc. *K7'l'- 
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h&-f*>$t&7kT°5®$t&'&. 0. lMU>ttfl*rtt (pH7. 4) Tr5Mg 
/mLCWLft^T'f K 1 5 Sr#^x;UH5 0 AtLgsimU 3 7"CT?1I&ME 
JSLfc. K&H&T'&f :t>£&7KT 5 ESt^U 4mg/mLyXf7 
5 >, 2 0 v ^X — X (9EP¥Lfi) 0. l%Tween20 

tfO. 0 7 6MU>tg»)K (pH6. 4) CB-UFP B S <hfE«) 

S-ti-fcfg, 0. 0 5%Twe e n 2 0S-&tr*a^7kT3HI«c*Lfc. 
M+^-OBWlJy KA / f D^iJ (DAKO) J10%^ 

jfeft^tfPBS-ei o o ofit*fii/fc*«**>>x;nc5 o/£L*ipLfc. 

3 7tTl«HllfiJt«. H«HC5|sJifeilH^0. 0 1 XjMfcflS***-&try- 
?;l^>5?S>>*«*#£x;UK:SSiinLifc. afflLT 1 0 «f4JEJ&«, 0. 5 MBit 

£LTV»-5/W:/«J K-v^tfClMl lfxAWJU'fc. 

x;uatsa$M_t fcd i ^aefitsiSTs^aBSfT-afc. i-ro. oim« 

itSSffi (pH9. 5) fc«fc D*ifi« 3 b&fcJM.k hCD 1 4161^ 
1 // g/mLfcftSiU 'fA/yiz-h (Max isorb, NUNC) <D& 
x;i*:5 Otf LftAlLfc. 3 7rTlWf«i. -f *>35&*T5[eIi5fc#U 
0. 5«BSAS#trPBSS:#^x;Ufri 0 0 LSsiPL :/□>;/ ^ySrfT 

1TOU3 7t:.T?lNfWlS**1±fclft. 0. 0 5XTween2 0«rtf41ftt* 

T3lH]Sfc#L;fc. ^^->y— tfBMtt^-y h-f Ay^D^U>fi[ft (DAK 
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O) fcl OXtftf^jfaiffc^trPBSTl 0 0 0ffiFfc*Rl,ftSxjHc5 OmL 

jsinLfc. 3 7t;TmiHjEj£«, hhhc s i§i»:»l o . oi%jatfb**«t 

o. 5Mffi.m®mT-Kjfc&&]ti,> -fu-hftytft&m- (Nj-2100. 

ICD 1 4ie»t^Lfc/Wy>J H-7S^tf^7i;i, (F 1 0 3 3-3) £ 

l^-h (Max i sorb. NUNC) CKLH, ^MM 2 Tf^SL/t^:/^ K 
15-KLHSrPBSTO. 2 m g/mL CtRl/fc*«6-en-6n9i;pafc 

*T5 0»f, 0. 5 9SBSA*-&trPBSt#«>x;UCl OOtfLSfetoWSlB 
±»S&Ox;K^iDL, 36ilTl«flBSJCa*fc«, 0. 05%Tween2 

o«*tiifeaft!toKT3i3«ctin^fc. jfcic, ^frtti,?— \mmsiz>v b-x& 

Jifn7V>ttifr (DAKO) £ 1 0 %W*rlhm%-$tSP B ST 1 0 0 (HgfC 

lo. o i %m&ik*m&^ts^hy*^)v^>i;z;>mm*&'5x.Mzmmi, 

It. SEfi-Tl OflfBKJ&a, 0. 5Ma«»ttTRJfc£#ikLfc. Vi&b 
yt&Wr (N J - 2 1 0 0 . >^-^ y H) T4 5 0 nm©B8fcflE*»ljeix 

fc. KLHiliE«tf. 1 5-KLHtO*gJBt5ttf(: 

MSUSff*) jS^Lfc/W^'J 0%FCS/RP 
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M I - 1 6 4 0ig% (G I BCO) Tig*^, Hy brid oma-SFM^tt 
(G I BCO) Tig|6Lin;#£g££-e\ Pros ep-G^)5A (Biopr 
o s s e s i ng) *fflHTS£#S»«b&. »SLfcF 1033-3-1 ta# 
©1f^<yii7y h I gG2 at'Jbofc. 

mmz^T-Fl 3-KLH*S4L.ft7yhM^'J K-707l"J--> 
y&ft^ CD 1 45BK£K£T*tt#aMfc/W^U h'-VF 1 0 2 5 
-3-1 £#3£U£:. /W^U K— v£Hy b r i d oma-SFMSi (G I 
BCO) T**U. ra«tr»ISLfc. »»LfeF 1 0 2 5 - 3 - 1 

(1) -2 HRP«ittfv*©f£S{ 

£10 OmMtDiaa^^if^^iPL 2 5^-? 2 0#MKJfcL;fc. &iS*&7*£ 
1. 5%X^U>yj3-;i/^J!jnL2 STCTTl 0 a-IIBRiRa 1 mMBSIM 
(PH4. 4) llMtTS#fl/fc fitSSF 1 0 3 3-3- 1 Rft&lXF 1 0 2 5 
-3-lta#:S:l 0mMp?M*i& (pH9. 5) -eS#fL, 0. 5ms»C*fL 
TlM^SWfS (pH9. 5) ^mtaVXmmtUT^O . 5mg©^M*y 
^— t?£^n^tt©ta#£^ak:Jg-S-L2 5'C1?2BtP B 1SJ$:bfc. 4mg/mL 

©**ft*f h u ^A^^job^ *>iz 2mm4x:-vfcmLfz. kjs^^p b 

( 1 ) - 3 ta#©4#St£«>*glg 

ffgLfcty ^P— "T-JUtaf*: (F 1033-3-1 &Z*F 1 .0 25-3-1) 
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fe. -i A; yu— Y- (Ma x i sorb. NUNC) ICKLH, H 1 3 - 

KLH. ^fH15-KLH^PBST*0. 5»g/mLl:*«U #^x;P 
IZS 0 u LSrgsipU 4 5t3 05MBJS*S*aaK*Hffifl;bfc. ^(c. -<:*> 
5«WCTiJHS>«. 0. 5 X B S A^ttf P B S *#9lMC 1 0 0 » L»fllt4 
Z±tZ.*.Q7Uy*>if>6:fr-o1t. ttSfbfcF 1 0 3 3 - 3 - 1 StffcfttfF 1 0 
2 5-3-lta^SrPBSTl g /mL KHHRLft^x^K: 5 0 tf LSsjQ 
Lfc„ 3 7tTl«flBR«S-a-fc«, 0. 0 5%Tween2 0^titI 

(DAKO) Sri OS^+f-^jfiLWSr^trPBST 1 0 0 0flefC«RLfe»«Sft 
5 0 L^SPLfe. 3 7tT 1 *WKte«, tc 5 m9c» V 

0.0 1 XiMMb****^ by *^)V<>z?is>mm&&Vx.MZS 0 tf L 
^SnL-feo MTIO^SM, 0. 5M«HM*irCRJ&*flfifcL&. :7V— 
hSHBfcgir (NJ-2100, B*-f>^-/yH) ?4 5 0nm©83ME6 
jMJtLfc. a 1 (C^-TcfcotCF 1 0 3 3-3- ItafrttKLH. ^fKl 3- 
KLH(C«SJt£:i±r^7 p ^K 1 5 -KLHtO^KJfcLfc;! #^#{3:^ 
7? K 1 5 £4*»ttfcEJfrr*££*«9i&a»K:&-3Jfc. PSHSfcF 10 2 5-3- 

1 5-KLHtrtiR^:-&r^^K 1 3-KLHiO 
iStfrfi^^ K 1 3tftfm\zKfo'tZ>Z.lii)m<bfr\Z 

SMMthCD 1 4ia«^ffl^TF 1 0 3 3 - 3 - 1 in/ftr&ZN'F 
1 0 2 5-3 - ltt#©Wfttt*fc|fl,fc. -YA/^U—h (Max 



WO 01/22085 PCT/JP00/06359 

3 6 

isorb, NUNC) KC^Sg 2 8 75 «/ft*#fcfcV*»J*S!C D 1 4I6S 
(pMl 6 5 3J;Oiai3. D 1 4I6»^< ^AiEt) . i2^J##Uc 

^Dfc£fi^®S:fr^»<£>'5Ji§SCD 1 4g6St (pMl 6 5 6i01i, SkT 
CD 1 4SSK^-<^B<i:fB«) K.tfC*«4 1 7 5 / *ft«rfc&V»T?J»SLC D 
14161 (pMl 6 5 7£K>ffl&L. &LTCD 1 4*aK$"f £1H*0 *P 
BSfO. 2tf g/mLKWRU»^XJUKl5 OuLSJnL, 3 71CT11$MR 

js^-sttife/tk h cd i 4W&n&&mti'rz. 5 m$t 

0. 5%BSASr"g-tfPBSt: ; &^x;HCl 0 0 At t(CJ; 0 

^D?;*>^*tTofc. F 1 0 3 3 — 3— 1 t/vftSXJ^F 1 0 2 5- 3-ltt»* 
PBSTlug/mLEtKU fctfX^fcJJsJoLfc. 3 7TCT? 1 BtWEJSS-B- 

0. 0 5 %Twe e n 2 0 £^ty£g&&zKT 3 Eifei£l^ •^Jl^* 
->y— tflWKK^v h-f A/^P^U >tr[#: (DAKO) £ 1 0 %^1f-3rifil?#£ 
•^tJPBST-1 0 0 0«fcWRU#tfx;i<K:5 0 L»JPbfc. 3 7X;tlW 
Effc^ Htffc 5 0^10. 0 1 %il^t;*SSr^5 : -h7^^;^>> ? v J > 
^Sr&^x;Kc^iDL^: 0 aS»T?l 0»WS*6«. 0. 5 M8ttKSSn?ElS* 
f?lhbfc. ^-U-h»3t3tK«- (NJ-2100, B*-f>^-^yH) T' 
4 5 0 nm©ft3t**W3eb&. H2C*-r«fc'5K:K^«ORniFaiCD 1 41 
SH^'f yARtf^-f ^ B 6B»t* F 1 0 2 5 - 3 - 1 faffi&mft £.*>K-fe'& 

u c*S4 lTsym^fi^ic^scD i 4w&n?-<-7cizizm& 

Lfcjfcofctf. F 1 0 3 3-3 - lttttH^^BCSa^aoTsraFSCD 1 4 
MSSicD^ig^Lfe. gJUhJtQ. F 1 0 3 3 - 3 - 1 R#tt**WKi''f 

ods^»©bi^mcd 1 4iae©M^iL, f io 2 5 - 3 - lmmz? 
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mmm 6 F1033-3-1 ms? 1025-3-1 »it b-^mm 
mmm 5 t-mi£f 1033-3-1 &z*f 1025-3-1 £a#©fgfrr 

^i^^acDBj^MCD 1 4WBK.tp<DTS. J m.WM («T. X kf Y — ^t. 
mm &W*>MZT2>rczSt>, SPOTsvXtA (CAMBRIDGE RES 

EARCH BIOCHEMICALStt) £/lH*TXfc!| 7"?y\f>y 

. 5fTofc. t&W, CAMBRIDGERESEARCH B I OCHEM I 
CALStt©VZa7;H;fl5, C D 1 4W&m<D75. / W&M (K JIJ#-S§ 1 ) 
«C*^2 4 6#g©7Sy®?A*U ><k0 3 4 6#g©T5yi?7.1/^-->*1? 
SrPp1Sr2 7'5ySf^-re.Lfc^^HiB^^L. l 0 75 7I£C5*££j$o 
^^h'^4 6flt^<&^>^l/>±^^Lf c<> ^©^7 Lfz^y^- bM<Dffl 

moti&&m&m\ m^.o^mz^Dzfny^yi/^ff^rz. ^i;f 1033- 

3~l*fc«F 10 2 5-3-lta#£:/n^>^/\*y:7;r-T5Mg/ mL 

l">£T-TBS-e2HHfei£U mnTZTu-y^-yifny? y-^S 0 O^fC^- 
mVTzU-}!?? bis?— Vmmtri^y b I gG-F (ab' ) 2&ifc (Ame 
r i can-Qua 1 exit) i4tT?-ftSfS$tfc. T-TB 
ST2IhK PBST2|slgfejtLi3-^5^ tfffl*R£ Jn>t. ^ 

Z&T*<}3 0^SJ^$-&fc„ #fC;*>:/l'>£PBST20ft#LTKJfo£#jt 
U *>:7U><09*£»»Ufc.- -ton*. F 1 0 3 3-3-ltix#tt«l{C 
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Ser Thr Leu Ser Val Gly Val Ser S-atifE^J (E^J#-5§-6) T»Sd<fc**9I& 



1 



SPOT No. 






4 4 


Ala Cys Ala Arg Ser Thr Leu Ser Val Gly 




4 5 


Ala Ars Ser Thr Leu Ser Val Gly Val Ser 


+ + 


4 6 


Ser Thr Leu Ser Val Gly Val Ser Gly Thr 


+ 



F 1 0 3 3-3 - lJrL#©lg^T-5Xtf I — Zf& S P OT s SfflHT'&jSLifc 



F 1 0 2 5 - 3 - 1 *a#fcfcS 2 CthT <£ 5 K 3 5#g#>£3 7#gO< 
K?U<D3 1 8#Bfr<=>3 2 3#gC0iH?"J©Ala Leu Pro His Glu Gly Sr-^tfBB^J 
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SPOT No. 


7 system 




3 5 


Val Pro Gly THr Ala Leu Pro His Glu Glv 


+ 


3 6 


Gly THr Ala Leu Pro His Glu Gly Ser Met 


+ + 


3 7 


Ala Leu Pro His Glu Gly Ser Met Asn Ser 


+ 



F 1 0 2 5-3 - l£x#:©B£§rr'5xfc!h-y£ SPOTs SfljUT^jSL-ifc 



i:LT^>/^st (bio rad) srfrn. mmznthistz, 

ISlOOiigS. V^^CO^TteflgKKJnJiC 2 0 u gSr7D-f > 
7i^/\*>h (DIFCO) £*ra&LT«-5Lfc. 7 7M:oHT(ifi#2 

H-VSaRUfc. Jfcfc, EL I SAat*ffllJTtt**K*l/T^*/W^ 
'J K-v£X£MJ-->;7*Lfc. -T&fc-fe. iS"IiICD 1 4IBI & 
0. 0 lMRii» (pH9. 5) l:tUg/mLI;ML5 0tfLS-fA 
y^U—h (Max i sorb, NUNC) 0^i;H:^ftg. 3 7t:iR#H 
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4 0 

KJS£-th SxMSrHfflffcLZio :7V— h£-f ^>35^tKT 5 \s\VtW&. 0. 5% 
BSA/PBS^l 0 0 tLL&M-?Z>Zt\Z£.0zrny3r>if&ff-DtZo 
*>!fm&feT. A-f^U h*--7©Jgtt±«£ 5 0/xL^JnL3 7ttlffiS 
J^^-Brfco 0. 0 5%Twe e n 2 0 $^tf4IAI*T 3 @«c 

D:/'J>&vf*: (DAKO) £ 1 0 0 0(StCf&f?b, S^x;KC 1 0 0 M Li&SOL 
fc. 3 7tlWIM ifcitU 0. 0 1 XMitTicm^tST-h^^^JV^. 
>~JiS>feW.& : &V^)\'\ZS 0 /zLifebnU 0. 5 M8!t®!^jKTSJiS 

£f?ltb4 5 0 nm<D©^$:S!l^bfCo ^<D^J;D. mmt^fz^mMCD 

D^O-->^£rffo/io loat. IWIfiltX^ g-->^$rfTV^ iaCD 1 4 

K^7^an>h (DIFCO) Bt&Kl&-5-Lfco ll 

fitSl 0 0 Mg£&#L»S&&#£?Tt^ 3Bt. Ml£i8fcBLfco #Mi$J:9'J 
>/U*&£HRL. = XO-V«Oa (P 3 X 6 3-Ag. 8. U • 1) £ 1 0 : 1 

- 7>i7'J-— >^^±IBfH«(DEL I SAStCiOtTofc. State LytpJjgfflC D 
1 4MSft<h£j£;L*:/vf:/'J F— vSRJMWWSfcJ: 0 * d-x>^U 1 0 

a'&mm\zxt? v-=-y>?&?n,\ trtcD 1 4sest/' zu—fMsmz 31 
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(1) lH*-&fr-frA<BjflB&{afl;©&3g 

F 1 0 3 3 - 3 - 1 tt#RCXF 1 0 2 5 - 3 - 1 8t#£U-> K-f y^E L I S 
ASfM»TittlfcRfleS*»'*-*fc». £16^70^ L£&flf«tttt& 1 0 « g 
/mLlCP B S "C#fRL-f Ay T'V— h- (Max i sorb, NUNC) <D&<J 
X.MZ5 0 ^L^iDL4 5t:3 O^WRjfcLftflctHffifcLifc. -f :fr>S3fc*-C 

o. 5*BSA.*#tfPBse#^x;nci oo/t L«nn-r*;:i:»cj: 

Q'7a'y*r>?&ftr>1±. :7Dv*>^«£«5i*U 'AiZO. UBSA/PB 
S T»I UgS C D 1 4 1 0 0 n g /mL l:f Lfc fe © & 5 0 Li 

iDLfc. ^-7>^{Ctt0. UBSA/PBSSffflWc, 2 5"CTrilSM£j6 
0. 0 5%Twe en 2 0£^£r£g:fe^T3|5Jifei*U ^JI^^S^— 

•fefS^F 1 0 3 3-3-1 ttfltSfcfi^P^+S/^-^aiUF 1 0 2 5-3-1 

$HW£*«. 0. 5Man»»*TS«:*#itLfc. 71/- h#7fe>fcg§t (NJ- 
2 100. B*-f>^ 7 H) T4 5 0nmO»JttJ|t«feU^. 
F 1 0 3 3 - 3 - lin.&tD-> H< yfE I A *J6*f^i<Rlttfttt#t LT 
F1023-1-1 (7";MgGl) , F1031-7-1 
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4 2 

igGD . 3ci osvtwsiR^nfc. i^«cf i o 2 5-3- i&att-v> 

H-f y^E I A&rfftgl-Bimtz&iftt LTF 1 0 2 3 - 1 - 1 (5y h 

IgGD . 3C 1 oin,&tfm®.zritz. 

(2) 1f>M'yfEL I SA^OWaL 

H5F 1 0 2 3- 1 - itn.&&0. 01M ^^Sf?S..(pH9. 0) T10 
u g/mLl:«L, -fAy^-h (Max isorb, NUNC) ©&?x 
JHC 5 0 « L^iPLfc. 2 5ttll^PIKM. -f *>£*&7K-C5lslifc# 
L. 0. 5%BSA£^tJ0. 0 5M'J>^ig»?& (pH7. 4) (UTFPBS 

(-) tEt) £fttfx;uci o o AiL*ln-r'*c:tK«t»3^Dy4 i >^*ff-3 
ig#^»©«J*§£!CD 1 4Sa«gip l Pq£ l %CD 1 4MSK©)Rjfii 
0. l%BSA£"g-frPBS (-) TfSIKU 0i5^100ng/mLO# 
*?JR5!l*fft*L£. &#fctO. 1 %BSA£^-tTPBS (-) T?10 0it**! 

K#IRttfc2 5itL*ftlLfc«. 2 5tTllSIWE(S*ttfc. 0. 0 5% 

Twe e n 2 0 £"&tr£SAS7kT 3 1 0 % 5 y hlfilff . 0. 1 %T 

ween20*ttfPBS (-) TO. 5 ~ 2 tt g/mL IC^Lfc^^v 
^— t?«*F 1 0 3 3-3- 1 R#*fctt^;i/**5'^--tfmifcF 1 0 2 5-3 
- l*v»:£&'?XJl4C5 0 ML^SnLfc. 2 5 *CT? 1 1$ ME£& EI*K:5lEHft 

#bO. o i%iaB!^***^5 i h7^^;^>> s > f >'®iS& : & , ^x;i/^Jn 

Lfc. tfflt- 2 0 ^r B 1JElS^. 0. 5M««»*n?Kj£*#ihLfc. 

3Bt£St (NJ-2100, B*-f y5>~* v K) T*4 5 0 nm(Z5©7£S£iH!l5£ 
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4 3 

ttWtlO. 5ng/mL + 3 S D) T*«5. ffittftTffift&HJt 

&»±E©*fc£16H4Til«L;fc»!fe*.fc: KD1 4 IS ht» 
£fcfrofc. F 1 0 3 3-3- ltt#tffl^fcill€*ti^'f ^BCK 

(DssmmcD i 4 as* #*©4*»ttjwiigs*i&. 

F 1 0 2 5 - 3 - ltt#SJHHfcW£*T«^-f:/A. B©!fiS4hf*©pr»fflC 

SSrfTofc. Sfc, IBLft (Humbrug) ©sCDl 4ieiEL I S A 
*y h*fflUTpJ»S!CD 1 4ieiOgi&I^tfc, F 1 0 2 3-1- 1/ 
F1033-3-1 Jffl*fcfliV>JfcWj£*T?«je|gJfc ( 5 5 k D a ©*) t 
CD 1 4fiaK©»«ftJt«ELfefcC5. jE*A"CttT»r*SlCD 1 416109^ 
Its 5 k D a ^OiONCQffinffft r - 0. 7 8 -£Afr>ffiH#t|Btt 6ti 

frofc„ £Ch©ag*«fcrK iE^A-Cttjfil+<7)Bl^MCD 1 4HeK©^SgC^« 
W»SCD 1 4 5 5 kDaieiT^f), KdUEfi#TH 5 5 k D a ^© 
CD 1 4g6ffe±#T5^ 5 5 kDa^-f ;/CDCD 1 4ia«IS»Tttt 
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4 4 

mmmi o sk^<D^immcD 1 4sas©«?#f 

(1) #1CD 1 4I6S-EL I S A^Srfflt/^fclESArojfiL + ropJ^M 
CD14ia80Mi 

^T, IESAMit3§2 OmL£jin>|£. 0. 4 5 izraW^ >:7V>T3iaU 
tTCit^^-f ^t^t I. ^ t^Tf 5 3 C 1 0fcx#£li8-&b£:#7Al::«L 
0. 1M Glycine- HC 1 (pH3. 0) Tri^iii L-fc. ^HiftM 
ifeigiRL,. 2 8 0 nm©K3tta«t OSaJSS£®tliL.fc. 

*l:»l!!l/fciJgaCD 1 4161 (8 2/ig/mL) £ 3 «»<DtrE#2: 
jg-grU -*n-6ft©R#lc«»ttft!I*S!CD 1 4161©^^^ ySrKiRL 
fc. -Tftto-fe, ««^fc«I*SCDl 4Sfa« 5/igt3C 1 0, 1025- 
3-lS£ttl 033-3 — 1 fit* 1 3 . 6^g^L,4t)T-l 8R$M£J&S 
^n^ftcbfcttfc^DfM^GjMS^bfcWffi (ProsepG, 3'JjI? 
7)' £2 0 a LgKftftlLSfiTlHrlBSt'SU s CD 1 4ieS/tS#S^ 

^»05nJ^SCD 1 4^SK»Srji^Lfet ^5. 3 C 1 0tfO^X'lit±X<D 
s CD 1 4SSH^aftJR$n, 1025-3-1 * fzit 1 0 3 3-3 - lifrffcT: 
(29 7 %©s CD 1 4«ajl*»»«lSilfc. «±©££«fc.DJlLflnt'©<a# ; P*© 

(2) iiii«i'CDfi:^»©pijgscD 1 4W&n<DftM. 
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4 5 

t hjfc»4*OiiI»aCD 1 4®fiff£fetk hCD 1 4iaS^ (3C 
10) &m&LitT7 4=LT4-1tnMi3 5& (HiTrap^^A (Amer 
sham Pharmacia B i o t e c hit) ) (C^UTji^WfC©*^ 
PHSjgBtCTigfflLfc,, nZtlfz®tiimftitrztz*>l,ZpH8. 0®IM H 
EPESa««tfcT*»U pHtttttUft. Sl^liHRP-conjug 
a ted aciO^ftEIASlci^U CD 1 4«BK33MM?'J 
^^K©^*n*iB»*aS?Lfc. *KthjJi»ft3feCD?I*SlCDl 41gf 

55kDa©CDl 4 9&flt&Btt?&£M* (F 1033-3-1) fctt'&Lfc 
77-fZr^-SI!ffl^5A (HiTrap*7A (Amer sham Pha 
rmac i a B i o t e c htfc) ) , *K4 9 kDa*8it5tt# (F 1 0 

2 5-3-1) *m€>VTcT7 * -m^mX? MZ&VT^y^V X 

1 4SB«tt#*«tr»fcE I A8sK«fcr)««SWj£Ufc. 

^£*lfck hjfitfigBfe©on§SCD 1 4SaS©#^li©^g$tftt h CD 
1 4^£Kiri# <3C 1 OSitAlEM- 1 8) SfUftWe s t e r nb 1 o 
t t i n gCiOlBUft. -T&to^. »Sn&fcMlii»S*©oJ»S!CD 1 4 
^SK©#^r®3 Ong/laneSSDS-polyacrylamide 
gradient gel (5-20% ATTOtt) T*i8;«WBL. PVDF 
K (H*SU^Ttt) tC*>/1?£i|£^Lfcgt. 0. 5% Skim Milk 
«*trPBS (-) 3 0ml(;TlfiT1^1^D7 + >^^frK 
10 w g/m 1 ©3 C 1 0&J;tfl 0 OfitROMEM- 1 8 fcJRJnLTfflrT? 



WO 01/22085 PCT/JPOO/06359 

46 

1 l^lKJfc^-frfc. $bl:HRP-c on j u g a t e dtrtv^X I gfittti^ 
MX'3 0ftfflfcfo2Hrz'&. ECL kit (Amersham Pharma 
c i a B i o t e c h*t) ftffll»T*aibft. ^igl^i6l;St. 

*©e*. t hifiim4*©iii5)-^*<DBii§scD i 4iei«4 9 kD 

a, 5 5kDaBtt« (Lanel) fc. t hjfc.»fi*<D<£^»©nJ^C D 
1 4ieili3 6 kDa©&&c;\*>F#Ei£ii£nfc (Lane 2) . 

>W3, t hjfiiffS*<DpJ^SCD 1 4SSS (Lanel) (Ci5HT3 6kD 
a©#^7&^ai£n&^©te4 9 kD a, 5 5 k D a <D^F\Zit^ t hlfilfSS 
*©nJi§SICD 1 4ia»i:tin5 3 6 kDaO^fAHC&ftfSS. 
*SS^J 1 1 iEHf A. BSuliiiEfi#K*»J*ftfH ! -«0'^*fiCD 1 4iaS® 

jEttA,. Jftjfc*Ee*Jil»*fflt»T. jfa+©oJ^SCD 1 4fSS©tlS: I B 
Lth (Humb rug) ©bJ&IICD 1 4S6«EL I SA*y h ^Tffite 
Lfc. Sit, *jfi«8KllB«©*»^*©^r«FSCD14aEeil«l€*tffl^T 

H5^*CO"5I^SCD 1 4ga»©#-£SlJ£L.fc. h©&!l^ffi£it4Srr£> 
&». I BLtt (Humb rug) C^SCD 1 4I6IEL I SA + yht 

14lSSiSlx2. 1 6**f?m£ftfc. ^©*liE«ft«EfflUT. S5#^»© 
pJjgSJCD 1 4SSMii5t^Tjil«Lfc2B!lSfflSrffiIEb, I BLtt (Humb r 

U g) cDsCDHiasEL i sA*y h-ewjeufcttsa^Kfl^fa© 1 ** 
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4 7 

^iMl 2 t r-R4>©<£$H 1 S©lirjSSJCD 1 4^fi«©#gg, 

0. 2 2 tf m©PVDFlR-CrR*©^#|^iL7t^ tnt hCD 1 4ft# 
(3C 1 0) ^^LfcT^ -^-**iM#7A (CNBR— ac t i va 
ted Sepharose™ 4 FastFlowA5A (Amersha 
m Pharmacia Biotec htt) ) KttbTjM?WlC**3li-, p 
H$JlEK:T»fflL;fc. %iE>tlt£Wftfcrzf£?>lZ7 . 5%OSod i um Bis 
carbonate«l:Ttf"fuU pH*«*»tt£L&. §I^iHRP-c 
onju gated 3 C 1 O^ffl^fcE I AftiCiOttU b FK4>pJ?§S 
CD 1 4®fi«cD^£n3|Ij#£jIiRk;t (> 

xizt hm<t>BimmcD 1 4aesw»st h^^coig^scDni^cD 1 4 

ge«©«S!fi, "5J^CD 1 4iai©3 1 6#|*^3 4 5#S$|B»f d 
a#(F 1 0 2 5-3-l) Sl^l,fc77^f-f-l!Ml*5ASftLT^ 

«8U tat hCD 1 4^#£m>fcE I Affifc«fcB*££ffiJj£Lfe. 

t h««f ©ft»^*o?r*sicD 1 4sas©^w«*js^j 10(2) 

T, We sternblotti ngCiOS^Lfc. 

i^^»<Z)Bjj§^CD 1 4ISK1 4 9*^55kDa©f B ^ 

m^n, i&ftTmosjmmcD i 4ia«(i3 6 kDaoti«/o h*£ 
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4 8 

^iz^sk^^mmizM^m^mmcD i 4S&ft<h&#^»©nJi§s 

CD 1 4IIQ:Kj!>*#ftLT<^£c:<J:£:^L'0>-5« 
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4 9 _ 

i $ o ffi i 



2. T8H (a) ~ (o <Dnm&$tsmxmnzmm<Dft&imfej3m. 

(A) pTitSCD 1 4®eKco^l:*a!j^r-5IS, 

(B) *#^*CDpJi§MCD 1 4SaK^#SW(C^-r^*fC«fcl3i«^* 

(C) Bjjg^CD 1 4ge«CO^*>5^. S^*C9pJ}§SCD 1 4ISIC9 

4. ^tfofi^»ropr^MCD i 4geK*S!l^-r§c:<h^^^c5 

5. i«#^fi©^MCD 1 4MfiStK4#S«JKiig-&L > ■fg#^*©njj§ 
SCD 1 4S6«{C{i^U&lv&i#:. 

6. bb?ij#^i (cE«©75 ymmmfrt>te%±&inmmcD i 4ias 

7 . c 4 1 7 5 j mmft<D i i-rtifrw&mtt i izmmo 3 1 6$i^b 
**** 5 iztm<Dmfc. 

8. iS^*(Dpf^MCD 1 4^aM*lnJ^CD 1 4 4 9 kDaiaSS 
^/SfclJpJIiCD 1 4 5 5 kDaIfigti6(5, tefl^a©^^ 
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CD 1 4gfijti^CD 1 4 3 6 kD ageftT£5ff*^5<Z)Jrtft:„ 

9. /W zf*J H-v5KftF E RM B P - 7 2 9 5 *fcli§f£f^ 
FERM BP- 7 2 9 6 t'i OS*fe^n^tft#:. 

i o. m&mm iztzm.<D7s.ymmne>3 1 6#g#>£3 5 6#b©4 us 

1 1. «*JS5~9co^-rn^{ci3«wta^^±-r-S)A-i'^ , 'j k-v. 

12. SKS^FERM B P - 7 2 9 5 tfcBSKt^ F E R M 
BP - 7 2 9 6T*S»*J11 KZVVf^'J F— V. 

14. (B) (DMftTM&ojmmCD 1 4geS©*Srffi!l^T-5lSA s . 
»*JS l 2 tcfE«©iS^»© pims CD l 4geK£i$SW(c£»-r-5;£i££ 
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FIG. 3 
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FIG. 5 
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FIG. 7 




/ 



c5r 



WO 01/22085 PCT/JP00/06359 

sh m m 

<110> Mochida Pharmaceutical Co. , Ltd. 

<120> Separate mesuring method of soluble CD 1 4 protein,... 
<130> MDO 5 6 0 
<160> 7 

<210> 1 . 
<211> 356 
<212> PRT 
<213> human 
<400> 1 

Thr Thr Pro Glu Pro Cys Glu Leu Asp Asp Glu Asp Phe Arg Cys Val Cys Asn 
Phe Ser Giu Pro Gin Pro Asp Trp Ser Glu Ala Phe Gin Cys Val Ser Ala Val 
Glu Val Glu He His Ala Gly Gly Leu Asn Leu Glu Pro Phe Leu Lys Arg Val 
Asp Ala Asp Ala Asp Pro Arg Gin Tyr Ala Asp Thr Val Lys Ala Leu Arg Val 
Arg Arg Leu Thr Val Gly Ala Ala Gin Val Pro Ala Gin Leu Leu Val Gly Ala 
-Leu Arg Val Leu Ala Tyr Ser Arg Leu Lys Glu Leu Thr Leu Glu Asp Leu Lys 
He Thr Gly Thr Met Pro Pro Leu Pro Leu Glu Ala Thr Gly Leu Ala Leu Ser 
Ser Leu Arg Leu Arg Asn Val Ser Trp Ala Thr Gly Arg Ser Trp Leu Ala Glu 
Leu Gin Gin Trp Leu Lys Pro Gly Leu Lys Val Leu Ser He Ala Gin Ala His 
Ser Pro Ala Phe Ser Cys Glu Gin Val Arg Ala Phe Pro Ala Leu Thr Ser Leu 
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Asp Leu Ser Asp Asn Pro Gly Leu Gly Glu Arg Gly Leu Met Ala Ala Leu Cys 
Pro His Lys Phe Pro Ala He Gin Asn Leu Ala Leu Arg Asn Thr Gly Met Glu 
Thr Pro Thr Gly Val Cys Ala Ala Leu Ala Ala Ala Gly Val Gin Pro His Ser 
Leu Asp Leu Ser His Asn Ser Leu Arg Ala Thr Val Asn Pro Ser Ala Pro Arg 
Cys Met Trp Ser Ser Ala Leu Asn Ser Leu Asn Leu Ser Phe Ala Gly Leu Glu 
Gin Val Pro Lys Gly Leu Pro Ala Lys Leu Arg Val Leu Asp Leu Ser Cys Asn 
Arg Leu Asn Arg Ala Pro Gin Pro Asp Glu Leu Pro Glu Val Asp Asn Leu Thr 
Leu Asp Gly Asn Pro Phe Leu Val Pro Gly Thr Ala Leu Pro His Glu Gly Ser 
Met Asn Ser Gly Val Val Pro Ala Cys Ala Arg Ser Thr Leu Ser Val Gly Val 
Ser Gly Thr Leu Val Leu Leu Gin Gly Ala Arg Gly Phe Ala 



<210> 2 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<400> 2 

CACGCCAGAACCTTGTGAGC 



<210> 3 
<2ll> 30 
<212> DMA 

<213> Artificial Sequence 



/ 
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<400> 3 

GTCAGTGCACAGGCTGGCTATTAGCCGGAG 

<210> 4 
<211> 38 
<212> DNA 

<213> Artificial Sequence 
<400> 4 

GTCAGTGCACAGGCTGGGACCACAACGGATTGCATTGA 

<210> 5 
<211> 30 
<212> DNA 

<213> Artificial Sequence 
<400> 5 

CCCAAGCTTCTATTAGAGATCGAGCACTCT 



<210> 6 
<211> 8 
<212> PRT 
<213> human 
<400> 6 
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Ser Thr Leu Ser Val Gly Val Ser 
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<2I0> 7 
<2 1 1 > 6 
<212> PRT 
<213> human 
<400> 7 

Ala Leu Pro His GIu Gly 
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